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DETAILED ACTION 

Claims 1, 3-12, 16 and 17 are pending in the 
application . 

Information Disclosure Statement 

The Examiner has considered the Information 
Disclosure Statement filed on September 14, 2005. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph 

Of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

Claims 1, 3-6, 10-12, 16 and 17 are rejected under 
35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim (s) 
contains subject matter which was not described in the 
specification in such a way as to reasonably convey to 
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one skilled in the relevant art that the inventor (s) , 
at the time the application was filed, had possession 
of the claimed invention. 

♦ 

No support was found in the specification or the 
originally filed claims for the amendments, per the 
Preliminary Amendment filed September 14, 2005, for: 

a) the change in carbon ranges for the substituent 

" (C5-C7) alkyl" , under the definition of Ri 
in claims 1 and 3; 

b) the added substituent " (C 3 -C 4 ) alkylaryl" under 

the definition of Ri in claim 1; and 

c) the number of substitutions on the aryl or 

heterocyclic rings,. under the definition 

of Ri in claim 1. 
Applicant did not state where {page number (s) and line 
number (s) } support could be found for this changes nor 
did Applicant make the statement that no new matter has 
been added. Applicants should specifically point out 
the support for any amendments. See M.P.E.P. §§ 
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714.02 and 2163.06. Therefore, the claims lack written 
description as such. 



Claims 10-12, 16 and 17 are rejected under 35 
U.S.C. 112, first paragraph, as failing to comply with 
the enablement requirement. The claim (s) contains 
subject matter which was not described in the 
specification in such a way as to enable one skilled in 
the art to which it pertains, or with which it is most 
nearly connected, to make and/or use the invention. 

In In re Wands , 8 USPQ2d 1400 (1988), factors to be 
considered in determining whether a disclosure meets 
the enablement requirement of 35 U.S.C. § 112, first 
paragraph, have been described. They are: 

1. the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 
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5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

The nature of the Invention 

Applicant is claiming a methods of inhibiting 
hepatic lipase and/or endothelial lipase activity, 
treatment or amelioration of diseases or the effects of 
elevated hepatic lipase and/or endothelial lipase 
activity comprising a compound of formula (I) . From 
the reading of the specification, it appears that 
Applicant is asserting that the instant claimed 
compounds would be useful for the treatment or 
prevention of diseases such as hypercholesterolemia, 
hyperlipidemia, stroke, hypertriglyceridemia, 
atherosclerosis and related diseases.. 

The state of the prior art and the predictability 
or lack thereof in the art 
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The state of the art is that the prevention of 
diabetes remains highly unpredictable. Colagiuri et 
al. {American Journal of Public Health, September 2006, 
Vol. 96, No. 9, pages 1562-1569} state "Type 2 diabetes 
is a complex metabolic disorder triggered by lifestyle 
factors superimposed on a genetic predisposition." 
Colagiuri et al . also state "Although we recognize the 
benefits of science, surgery, and service delivery in 
relation to certain aspects of chronic disease 
prevention, it is clear that, either independently or 
in concert, none can achieve the broad scale changes 
required to prevent diabetes and obesity on a 
population basis." 

According to Bruno et al. {Expert Opinion Emerging 
Drugs, (2005), 10(4), pages 747-771}, diabetes mellitus 
is a major health problem that affects over 170 million 
people worldwide. Park {Diabetes Research and Clinical 
Practice 66S (2004), S33-S35} states current methods of 
treating diabetes is inadequate and that current 
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strategies to prevent type 2 diabetes mellitus are 
based on efforts to reduce insulin resistance and to 
preserve or increase pancreatic beta cell function in 
high risk individuals. Park also states, 11 It appears 
that multiple genes with weak effect are involved in 
the development of type 2 diabetes mellitus which makes 
searching diabetogenic genes more complicated." 
Further, Choi et al . {Journal of Lipid Research, Volume 
43, 2002, pages 1763-1769} indicate that there is some 
suggestion that endothelial lipase plays a role in the 
development of atherosclerosis. Choi et al . also 
state, "However, there is only limited amount of 
information available about this enzyme" and that more 
studies are needed. The existence of these obstacles 
establishes that the contemporary knowledge in the art 
would prevent one of ordinary skill in the art from 
accepting any therapeutic regimen on its face. 
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The amount of direction or guidance present and the 
presence or absence of working examples 

There is no evidence of record, which would enable 
the skilled artisan in the identification of the people 
who have the potential of becoming afflicted with the 
diseases claimed in the pharmaceutical composition and 
methods. That a single class of compounds can be used 
to treat, prevent, ameliorate or inhibit all of the 
diseases embraced by the claims is an incredible 
finding for which Applicant has not provided persuasive 
supporting evidence. 

The breadth of the claims 

The breadth of the claims is treating, preventing, 
ameliorating or inhibiting all diseases which are 
mediated by hepatic lipase and/or endothelial lipase. 
The quantity of experimentation needed 
The nature of the pharmaceutical arts is that it 
involves screening in vitro and in vivo to determine 
which compounds exhibit the desired pharmacological 
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activities for each of the diseases instantly claimed 
in the composition. The quantity of experimentation 
needed would be undue when faced with the lack of 
testing, and when faced with the unpredictability of 
the pharmaceutical art. Thus, factors such as 
"sufficient working examples", "the level of skill in 
the art" and predictability, etc. have been 
demonstrated to be sufficiently lacking in the instant 
case for the instant method claims. 

The level of the skill in the art 

Even though the level of skill in the 
pharmaceutical art is very high, based on the 
unpredictable nature of the invention and state of the 
prior art, one skilled in the art could not use the 
claimed invention without undue experimentation. 
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The following is a quotation of the second 
paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly 
pointing out and distinctly claiming the subject matter which the applicant 
regards as his invention. 

Claims 1, 3-6, 9-12, 16 and 17 are rejected under 
35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the 
invention. 

In claim 1, the additional comma after " (C 5 - 
C 7 ) alkyl" under the definition of R x makes it appear 
that something is missing. 

In claim 1, under the definition of R 3 , R 4 , R5 and 
R 6 , on the possible substitutions on the alkyl, alkenyl, 
phenyl or aryl groups, an "and" is needed before " (Ci- 
C 6 )haloalkyl" . 

Claim 3 lacks antecedent basis from claim 1 for R x 
representing: 

a) -O- (C!-C 3 alkyl) ; and 

b) -CF 3 . 
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Claim 4 lacks antecedent basis from claim 1 for R ± 
representing "benzyl" . 

Claim 5 lacks antecedent basis from claim 1 for R 3/ 
R 4/ R 5 and R 6 representing: 

a) (Ci-C 4 ) alkyl; 

b) -O- (C1-C3 alkyl) ; 

c ) ( C 5 - C12 ) eye loalkyl ; 

d) COOH; and 

e) halo. 

Claim 6 lacks antecedent basis from claim 1 for R 5 
representing: 

a) COOH; 

b) chloro; and 

c ) bromo . 

Claim 7 is confusing and should be rewritten. A 
suggestion for re-writing claim 7 is by deleting 

"of formula (I) wherein Ri through R 6 are selected to 

provide a compound" . 
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Claims must, under modern claim practice, stand 
alone to define an invention, and incorporation into 
claims by express reference to the specification is not 
permitted. Ex parte Fressola , 27 USPQ 2d 1608 (1993) . 
It is. improper for claims to refer to subject matter 
not contained therein, even if the subject matter is 
contained in the specification. Therefore, independent 
claim 9 is indefinite because the claim fails to 
identify the structure of formula I in the claim. 

In claim 10, the purpose for "inhibiting hepatic 
lipase and/or endothelial lipase activity" has not been 
stated in the claim {e.g., to treat what?}. 

Claim 10 lacks antecedent basis from claim 1 
because of the term "prodrug" . 

In claim 12, one cannot treat and/or ameliorate at 
the same time. Only one or the other is possible. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) 
which forms the basis for all obviousness rejections 
set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time 
the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1, 3-9 and 12 are rejected under 3 5 
U.S.C. 103(a) as being unpatentable over Miller et al . 
{U.S. Pat. 3,517,022} and Takahashi et al . {JP 48- 
029134}, each taken alone or in combination with each 
other. 

Determination of the scope and content of the prior art (MPEP 

§2141.01) 

Applicant claims benzisothiazolone compounds. 
Miller et al . (columns 1-2; column 8, lines 31-34; and 
especially the compound in column 2, line 43 and the 
compound in column 5, lines 66-67) and Takahashi et al . 
(page 1; and especially the second compound listed on 
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page 2) each teach benzisothiazolone compounds that are 
structurally similar to the instant claimed compounds. 

Ascertainment of the difference between the prior art and the claims 

(MPEP §2141.02) 

The difference between the compounds of the prior 
art and the compounds instantly claimed is that the 
instant claimed compounds are generically described in 
the prior art . 

Finding of prima facie obviousness — rational and motivation (MPEP 

§2142-2413) 

The indiscriminate selection of "some" among "many" 
is prima facie obvious, In re Lemin , 141 USPQ 814 
(1964) . The motivation to make the claimed compounds 
derives from the expectation that structurally similar 
compounds would possess similar activity (e.g., 
fungicidal) . 

One skilled in the art would thus be motivated to 
prepare products embraced by the prior art to arrive at 
the instant claimed products with the expectation of 
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obtaining additional beneficial products which would be 
useful in treating, for example, fungicides. Since 
Miller et al . and Takahashi et al . teach fungicidal 
benzisothiazolone compounds that are structurally the 
same as, or similar to, each other, the combination of 
the prior art references would also teach the instant 
claimed invention. The instant claimed invention would 
have been suggested to one skilled in the art and 
therefore, the instant claimed invention would have 
been obvious to one skilled in the art. 



Any inquiry concerning this communication or 
earlier communications from the examiner should be 
directed to Laura L. Stockton whose telephone number is 
(571) 272-0710. The examiner can normally be reached 
on Monday-Friday from 6:15 am to 2:45 pm. If the 
examiner is out of the Office, the examiner's 
supervisor, Joseph McKane, can be reached on 
(571) 272-0699 . 

Information regarding the status of an application 
may be obtained from the Patent Application Information 
Retrieval (PAIR) system. Status information for 
published applications may be obtained from either 
Private PAIR or Public PAIR. Status information for 
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unpublished applications is available through Private 
PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have 
questions on access to the Private PAIR system, contact 
the Electronic Business Center (EBC) at 866-217-9197 
(toll-free) . If you would like assistance from a USPT0 
Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA 
OR CANADA) or 571-272-1000. 

The Official fax phone number for the organization 
where this application or proceeding is assigned is 
(571) 273-8300. 




■iiaura L. ^Stockton, Ph.D. 
Patent Examiner 
Art Unit 1626, Group 1620 
Technology Center 160 0 
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